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Haxter

ld SubstitutPL*~= Baxter Healthcare Corporati-
Route 120 & Wtlson Road --

Round Lake, Illinois 60073-O+_J-

May 9, 1997

I
Docket Numbe 95 S-0158
Dockets Manag merit Branch (HFA-305)
Food and Drug dministration
1~420 Parklaw Dr. rm. 1-23
Kockville, MD 0857

847.2;
Fax: 8

1RE: hwstiga ional New Drug Application #6859 I
t

Dear Sir/Mada :

In accordance Mith21 CFR $312.54 we are enclosing a copy of addition
.,.-. b$en publicly di sclosed, concerning research involving an exception to i

~high Valley F[ospital, Allentown, PA. for our clinical trial (BBIND #
p~ess release wr itten by the Medical Center (Attachment 1), the resultin
newspaper (Attt .chment 2), an announcement of Surgical Grand Round

Lehigh Valley E[ospital Home Page on the Internet (Attachment 3), an ove Yiew of t

presentation of he Grand Rounds given by the Principal Investigator (Atta :hment 4
transcript of a n sws broadcast from NBC Eyewitness News, Scranton/Will :es-Barre,
(~ttachment 5), the transcript of a news broadcast from Channel 69, Allen :own, PA
6], articles in 101:al newspapers (Attachment 7 and 8), and a letter to the Ec itor of a 1
n~wspaper, writ ;en by the Principal Investigator, a Co-Investigator, and tht ~Adrninis
C~airman of the IRB. In accordance with21 CFR $312.54, this inforrnati m is also
sqbrnitted to the IND file.
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IIf there are any uestions concerning this information, please contact me a (847)270 5313.

It

‘1
Maulik Nanava , Ph.D.
Djrector Regul ory Affairs
Blood Substitut s Program
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h V&Y IIwDitd (he of Only Seven in Nation to Stud ~Blood Sk* .,.

I

A.llewmvq ~a. (Nov. 8, 1996) - Lehigh Valley HospitalQ-WI)is Om

tie CQuntryto stud) \the effectiveness of a new blood substitute, which

~the growin~b urden ~ community blood banks. Beginning this mon~ th 3

~used as a sugqkmer ~to blood trtisions in certain elective surgeries. L

~p~sylvani~ w sen because of high patient volume and infkastru

~~or~tors, and lab tectilciims to support research stL

ltiudy’s SPOIWor B er Eka.lthcare Corporation Blood Substitutes DiG~o IL

The oXygem‘-g hemoglobin solution is part of a new gro

~potentially hu ldred ofapplication~ @kct@ fllons of people. The

‘carry oxygen ::0 tis and seems to increase b[ood flow to vital org
.-..

~~ed or cros ~-matc&d, thus saving time in operations. In additioq

~fiee, reducing the ri \k of disease transmission allergic reactions, infectioq and “

The O lie-yea ~ study will focus on major surgeries such as hip repla ‘

~mpkements mnd nic anewysms. “Thesesurgeries typically require 1

~*eh means ptii s must rely on stored blood products or donate th

I&d ~&a4 J’mqui e, M.D., F. AC. S., chief of trauma at LVH and t

~’4Assu4 the adv
w

es could extend beyond the patients undergoing

~substitute. Tke soh ~ has the potentiaI to re$we the burden constantly OSd 0~ blood baxdq

community.”

scheduled for elective surgeries will be em

with half rece wing’ Fe blood substitute and iudfreceiving placebo, More km 270 pi ,ti@ts have

‘~dreadyparti dpated ~inother hemoglobin solution studies throughout the vrorld with !I’w~ging

Tesuh.s.

.-., I
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1200South Cedar Crest Boulsmrd, P.O. Box 68%Allentown, PA U
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WHATj S NEW

——_

— 1

Constance F, Wslker, Public Affairs Manager, (610) 402-3001

~

MEDIA ALERT
Lehigh Valley Hospital First to Study Bloo
Trauma Patients
February 10, 1997

WHAT: On February 11, Lehigh Valley Hospital wi
hospital in the country to study the use of a new bloo
patients with severe blood 10SS.The hospital is holdir
Grand Round to kickoff this monumental research sti
Food and Drug Administration and the OffIce of Prot
cleared the way for in November by waiving patient ~
emergency therapies.

Reporters are invited to attend the Grand Round and
study from Edward Sloan, M. D., coordinating investi
Sloan is from the Department of Emergency Medlcin
Illinois, Chicago.

WHEN: Wednesday, Feb. 12, 1:30 p.m. to 2:30 pm,

WHERE: Lehigh Valley Hospital, Cedar Crest & I-’

BACKGROUND: The oxygen-carrying hemoglobin
new group of blood substitutes having potentially hu
affecting millions of people. Trauma-related injuries
cause of death among Americans ages 1-45.

The blood substitute has significant applications in tr
increased blood flow to vita! organs, decreased time }
the does not have to be typed or cross-matched, and f
contamination.

Based in Allentown, Pa., LVH is a community-bass+
and a regional referral center for tmurnq b- kidne
Cardiac and cancer care. It has more than 660 patient
of 700 working in more than 50 specialities. As Penr
largest teaching hospital, LVH is the chief clinical m
University’s Hershey Medical School.

LVH is a division of Lehigh Valley Health Network,
home health, hospice, pharmacy, durable medical eq
services, among others. The network is a member of
provider-led, integrated health care delivery system (
h.t~~$ds in eastern Pennsylvania and participating n

BB-IND #6859-006
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d Rounds presentation at Lehigh Valley Hospital- Febru

and Introductions- Mark Cipolle, MD, PhD
nvestigator for THS study

;LHb- Ed Sloan, MD, MPH (presenter)

$tructure- cross-linked to stabilize
in based oxygen carrier
rlision properties

ew
operties seen in preclinical studies including increases n
tores base defici~ restores lactate levels, restores subcut
cosal P02, reduces bacterial translocation, increases ox
uces mortality and perfusion properties
specific data from preclinical studies that support each 1

ovolemic Shock Study Overview (completed study)
gn
of patient population
of safety findings- no increase rate of complications or z
ndings- patient population not sufficient to determine ei

rhagic Shock Study Overview
m to trauma and the impact on society
protocol development
gn
‘e- all standard therapies will be provided
usiordexclusion criteria
mandated by protocol
d infhsing
~fstudy, investigators blinded prior to randomization, nc

usion
and analyses- 28 day mortality, morbidity using the M(
~rtality
q issues
Lfrom informed consent issues and consent to continue
e IRB- community consultation and public disclosure
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BB-IND #6859-006

.-.= -. Attachment 4

Overview of Grt.nd Rounds presentation at Lehigh Valley Hospital- Febru iry 12, 19’>7
(Cont.)

,

Hemoglobin Ba:;ed Oxygen Carriers (HBOCS)
Old para digm- blood substitutes
New par sdigm- hemoglobin-based oxygen carriers

HBOCS potential uses- trauma, blood loss, surgery, MI, stroke, car cer, radiat ion therapy,
c ardiopulmonary bypass, sepsis, dialysis, sickle cell diseast , anemia

Summary
Trauma: .mportant issue

Study to determine if DCLHb will improve survival

Page 6
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Feb ary 12, 1997
11s0 -11;3s W
WBRE TV (NBC) Ch. lkenky-E~gM
Scr toza/tFilkea-Barr6, Pa-
~w tncsa t?cwa Nightbeat

1Fema e co-anchor:..

A first of its kind RRdhal study in our area fl
the 1:ey to saving ttme and lives in ememen
An Al.

Cy 8%tuaL
lentown hospitalb the first in the cou ntry Ct;

fake blood. That’s right fake blood. Health* at m
IxamLl?ennatakes a look at the ptential ben efits●

Diaxu. Penna reporting:

It looks like real blood but h Lsn’t. Now
xesei Lrchers arehopingit oanhalp patients 0afferin
blo 10SI3 end Sheck . ..[Xnaudiblc) aewmet

(Inaudible) ie actually heunglobin
t bkod celh. Wmogloldn is the iroa c~ rry$ng

that gives blood its red color. Solutions li kc thie
abet %dy proven oxygen ca=<ers and in emergez Aeu, a
in a Icyge n delivery is crucial.

Vnid mtified Speaker: This new therapy seem~ to im$
flow to vital organs.

Penn E: In a trauma situation, sometimes mint .te6eve
seconds can mean the differexm between lifeand de~
TM= bloodaubgtitute wouldalso out dam on the tin

to e tabilsae a patient because the man-made 1kod dc
need to be typed ox orcm matclmd.The fakeblood A
up of hemoglobin from real -tedblmd so 1:here’ 6
lees xisk of contam:natim likeAIDSor othe::vQ?’llst
becwuse it’s already been mreened.

UnZd,ontified SPCCBker #2: ln addit~oa, becau; e the i
cioeti n’k exist within theredblood cell, %t zan be

!or trested in a way that makt36 it far leas lLkely t
there would be any transmission of vkugeg a a res
the infusion of this . . . (Inaudible] .

Penr. a: Ik. Edward Sloane(?) along with Dr. Mark
lay(?) uc the principle investigators f r the

●

; 1

onwide study starting he=e in Lehigh Vail ey Hor5

Firabl-=mm~d c8rm@&Wd@$llm’J-cumu’rpWmJmStw mum?.
W61rb714bLlw4AY08T@4&d*--tia- +~ ca-~

BB-IND #6859-006
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mtom. The hoep%tal is already using
:ute ~n elective surgery like knee and
;ud$es found$t safe. This phase will

t
h
d

Lve it is.
iates the H-~t~at” I’m Diana Penna.

co-anchor: NOW, the Lehigh Valley Medi
rst of about thkty Ates testing thio f
dde so it’s quite an honor really.

3-aachor: Yeah. Actually, it is an int
t. The wave of the gut-.
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BLOOD-DRUG
➤Continued From F&s 61

roduetes6afeas albtm@widch
S
= E%i%!%!f%!!:.
tientswithsevere bloodkwith-
outev$ieme@@S orhepati*B
mllSmkbrL

Sloallsaidthe?latbxl’sblood
m@Yb=YsafemMIHemASSM
ismiefkomexplredhlml?m-
mk’dvhltmmnkbmkflm
therredueedbyaheatlngandp@
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government rules, that an unap
proved medicine is administered to

●,
someone who is near death and un.
able to agree to the treatment.

Thenew Itcy,which becameef”
rfective in ovember,allows eme~

“promlstngexperimenmldrugs and
medicalde~fces”onlyon patients in
life-threatening! situations It has
the endorswne~t of a broadtange of
acien!ifici industry, medical-ethics
and patient organizations.

The lheory Is that the policy

pioneer
willbe
unaware
Lehigh Valley Hospital
has been chosen for the
first use of an @ificial
blood; The patient won’t
have to give consent,

BYDonna Shavv
tNQUIRF/RSTAFF WRII’BR

ALLENTOWN— Any day now, a
bleeding, severely injt’med patient

Hospital and enter not only the
emergency room, but medicnl-re.
search history.

Unconscious and close 10 death,

menttd bloodsubstitore that doctors
hopewiil savemanylhv.s,

Scietitisrs have been lrying for
decades to develop artificial blood,
until recently with liltle success,
Now, Lehigh Valley has been cho-
sen as the first hospital in the na.
(Ion to administer such a product m
a trauma patient — v.”‘>.out the pa.
Itent’s consent.

makes cutting-edge therapieiavail.
able 10 peopIe who. most Ukely
would went end benefit from them
if only they could give informed
consent. The groups say it aL?osets
out clear rulss that provide more,
not leq protection for pattents.

Not everyone agrees The critics
range from some minority groups,
who tie fearful they w~ be tar~ets

of experhnenl-happyscienlists~to.
none other than “suicide doctor”
Jack Kevorldan.

ln an ODitIiOnartjcle mblished :

who look at this as a lessening of the
rula?,” .vafdgFDA spokesman Don
M:-&mn. “We don’t look”at i! this

i=
way,

in fact, emergencyroom research
conducted upon unconscious pa-
tients is not new. Many modem life-
saving procedures. such as cardio
pulmonary resuscitation and
electrical defibrillation, were devel-
oped that way,

In those cases, approval generally
See TESTSon 09
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THE PHILADELPH]A INQUIRER

Tt3EPWRt

Unwittingpatientwillbepioneer
inahardtestofbloodandpolicies

TESTS Ifom D!
was an isolated event, granted by an
institutional review board (IRB) at
an individual hospital. That made it
difficult for doctors 10conduct Ihe
kind of coordinated, autlticenter re
search that today is rmnsidered the
standard. :Nor was there clear fed-
eral guidance.

The FDA, which governs clinical
research, had rul= that allowed a
waiver of informed consenl only in
individui?I, limited cases Thai was
in conflict with the rules, estab-
lished by lhe National Institutes of
Heallh, which oversees IRBs.

In 1994,a coalition of emergency
room r=earchers issued a stale-

sociation, the National Head Injury
Foundalioh arid Ihe Applied Re.
search Wits National Association.

The FDAandNIHpoticies enacted
in November echo many of thoee
earlier recommendations, catling
for experimental treatments to be
used only in narrow circumstances.
Among them: Any such research
must be approved by an inrlepend-
ent physician and a hospilal review
board that includes lay people from
the communily.

[n the research about [o begin at
Lehigh Valley, all patients enrolled
in the Kudy will receive standard
trealmenl in addition to the new
blood substitute, designed to boost

have given their permtsston, in ad-
vance of treatment. The new, eme~
gencyroom trials wilf lake place
over the next 12to 18months,at 20
or more hospitals across the coun-
try BYthe time the research h con>
p}eted, approximately 8S0 trauma
patients W have taken parl, ae
cording 10the plan.

After they are conscious, the pa-
Iients are to be informed that they
received an experimental medicine.
Those who objed to taking part in
the research will be dropped from
the study, and their data won’t be
included, according to C@otle and
Sloan.. . . .

1 oxveen levels, researchers said. Sloan no
10 rewrite its rules. The federal Doctors involved

ted that, even with treat-
in the plan saY ment, tie study subjects will be 80

guidelines then in effect “do not ad- thag so far, the public’s reaction h~ severelY ~~red that about 40 per-
equalely guide IRBsin their conaM- been overwhehningly favorable cent likely will die.
erations of emergency research pro “People tend lo view it as an OP
m~eouateiv Drotect portunlty to gel the best care”said
human subjects involved in emer- Mark Clpolte, Letugn vauey rtospI.
gency research: the cofdition said.

The coalition recommended that
2 the FDA and Nltf develop compati.
OC& ble policjes Ihat explicitly ad-
- dressed emergency-room research
w and implemented patieni safe-

guards.
Among the organizations endors-

ing the statement were the Americ-
an Academy of Pediatriq the
American College of Emergency

tal’s associale chief of trauma and
the study%iprincipal researcher.

Said Edward Sloan, the University
of Illhtois physician who is coordi-
nating the research nationwide:
“MM of [he reaction is positive...,
At leas! 90 percent are happy with
Ihe process.”

The blood substitute, a Baxter
Healthcare Corp. product called He-
mAssist, already is being tested in. . . .... i.”.. ---- $..

Gather Ilte press

ouf side your home.

1-800-440-1310
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+

Fe ruary 28,1997, Friday, FIFTHEDITION
$ECTION:c MENT,Pg.A8
1’

+
ENGTH: 591 words I I
Pm:Pm”GmsmBE”GpROmI
$VIJ’NE:The oming Call
I r I

?
ODY:

I
1

I To the Edito :

~As represent .tives of Lehigh Valley Hospital, it is important to respond :0 the Feb. 13

k

icle describi ~g our participation in an upcoming clinical trial. The stud) is desigm d to
etermine whe ther the hemoglobin-based, oxygen-carrying solution DiasFuin Cross”
inked Hemog lobin will improve the care of patients who are in shock tic m bleedini;.

“lewe appr sciate the media coverage of what we consider to be an exb emely

k
portant stud Y,we feel there area few points in the article which need tc be clarified.—-.

i patients who are in shock from bleeding and arrive at the trauma center%till be

.! m

,andomized to receive either the hemoglobin-based oxygen solution or the placebo,
ineoThe nelv solution or the placebo need to be given within one hour ~Ifanival t{}the

aiuna center. We anticipate that most patients eligible for this study will be unable :0
ive their own consent due to their medkal condition. Because the onset cftrauma i:;

~ predictable, a legally authorized representative may,not be available to ?rovide consent
or the patient d we may be unable to contact a fmily member before iIlfbsion of he.

p
~olution is req Jired.

,! =/
~ Totest thee activeness of this new therapy, which will be given as an dition tt
~ktandardlife- ving treatments, it is necessary to meet guidelines develo d by the
Ind Drug A inistration for conducting emergency research with a waiv r of infer
I
consent. The DA, in cooperation with the National Institutes of Heal& “thinpul
both the scien “fit and lay communities, has been working for two years develop
,,guidelines. se new regulations clarify guidelines that will allow a stu to be
‘tinducted wi an exception or waiver horn the requirement of obtainin written
~Mormedcon ent only in those rare circumstances where the patient c t provid[
consent and e nature of the patient’s medical condition requires immedi te treatm
‘Wefeel the n w policy provides more, not less, protection for patients.

1

BB-IND ##6859-006
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Attachment 9

The Institution

k 1?

Review Board at each participating center is responsibl for ins “ g
the protection o patients enrolled in clinic-altrials.

—

I

I
As soon as th patients themselves, legai representative, or family mem rs are abl to

II

participate in e informed-consent process, the study will be thoroughly e plained t
them. Patients f fbmilies who do not wish to participate in the study will ot be enr led.
Additionally, i a patient or fmiIy member wishes to drop out of the stud after
enrollment he r she will be allowed to do so at any time.

1
We would like o assure readers that as investigators of amexciting new “ , we are

II

committed to rforming the best study possible with strict adherence to e guidel” s
set forth by the FDA and our institutional review board. As a Level I Tra a center our
commitment is to advance the care of trauma patients in the commtity d to provi e
our patients wi the best chance of recovery. It is a privilege to provide e best
available too patients, and we look fonvard to carrying this concept int the 21st
century.

MARK D. CI~OLLE,MD,PHD I I
PRIMARY

4“
ESTIGATORjDCLHBSTUDY

I
Associate Chi f of Trauma/Surgical Critical Care

_—_

Lehigh Valley Hospital

+
MICHAELP SQUALE,MD I I

PCO-INVESTJATOR DCLHBSTUDY I
!’Chief, Divisi of Trauma/Surgical Critical Care I
‘1Lehigh Vane Hospital I

~

KEVINSIDONS,MED
I

AmmwsT’TIVECHAIRMAN,INSTITUTIONALREVIEWBO?“
i’Lehigh Vane Hospital I I

—_

7LOAD-DA : March 4, 1997

BB-IND #6859-006 Page 15
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April 21, 1997

Docket Numb(
Dockets Mana
Food and Dru~
12420 Parklav
Rockville, ME

RE: Investig:

Dear Sir/Mada

In accordance
- publicly disclo

Center of Dela
consent for OUI
Medical Cente
with the princi
(Attachment 3
(Attachment 4
Hospital Perso
announcement
public meeting
accordance wil

If there are an~

Sincerely,

Maulik Nanav
Director Regul
Blood Substitt

———

Baxter Healthcare Cc@oraW%?&
Route 120 & Wilson Road ‘
Round Lake, Illinois 60073-049u

0270 ‘i’

15S-0158
nent Branch (HFA-305)
dministration
l-. rm. 1-23
)857

ma] New Drug Application #6859

h 21 CFR $312.54 we are enclosing a copy of the inforr
[by the Institutional Review Board (IRB) at Christiana I
re, Newark, DE, concerning research involving an excep
inical trial (BBIND #6859). We include the press releas
$ttachment 1), an article in the local newspaper resulting
investigator (Attachment 2), an article in the internal ho
letter from the Research Coordinator and Principal Inve
letter from the Research Coordinator and Principal Inve
>1that included the protocol synopsis (Attachment 5), pu
Lthe local newspaper on 3 separate days (Attachment 6),
nd the write-up of the questions asked by the public (Att
!1 CFR $312.54, this information is also being submitte

Iestions concerning this information, please contact me z

ry Affairs
Program

847.2
Fax: t

~’~~ 2:

~tion thai
}spital, IV
on to infi
written t
kom an i]
>ital new
igators tc
igators t(
lic meeti]
md the a{
;hment 7
to the IN

(847)27(
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C2mtact M)chek A
302
Mu

lel -- The Medical Center of Deiaware (MCD) will bq$nMI

eritially lifG4aving treatment for patitmu wffbring &om scw

rhe study has been ●pproved by the Xnstitwkmal Rdew Boa

}ter of Delaware The IRB is a committee which rtiews rese

hey arc well desigued with satbguards for patients and the ri

on to the potermal bentitts Randomly selected C7ihCd!]Y ill
{

I

I
s~ock, wil[ be bti en Diaspirht Cross-Linked Hemoglobin, a blood solution, in

?
andard merge y mmncnr. The chwt trial will be supervised by the U.S.

C@ Adtninistr
1

“on, for its eflectiwmss in treating or preventing the harmfbl

~

b 00d 10SII and S}Iock cati=d by were trauma.

~

wording to GI m H. Tinkoff, M.D, the Modiml Center’s director of Tram
—

‘<i‘e boiieve thtr e is sound scienttic evidenu to show that this new blood sol

P

i prove the mm”lval of patients suffting Horn severe traumatic bctnorrhaf$c:

r vce thek rk~ of prolonged serious ili~s, The results of our testing and si!

~u~es arwnd t~* country muldhave profound impact onthetitureofemer

+
edkxd care am odd very possibly help us to save more lkcs”

I

4 vety small nun ber o!’erncrgcncy p~tients (20-30) W rwiw theblood SQ

{
slim, accordin,$ co strict study crireria The study will focm on men md wm

@ievod W be a: Icati 18 years old and who are at the grtitegl risk of death f

@umM.ic injury. The study solution @be administered as adtitonad therapj

~nom trcameflf for hernonkgic shock, incIud@ emmgency SWWY and th

1
ewscitation fh idS and blood.
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mwc.k pain, n sea and vomiting, “but the possible bencfh ofusing the soh.N

1’trauma oasesp terrtially ouweigh the risk of these aide-effects in deciding to I

Ithe clinkal sw Y,” 8ccordtis to ~fn~off,

I

4Patients who cc.idcnot to participate or are mt eligib~ to enrd in the4

ATTACHMENT 1

currently rx vw at the Medical Corner.Patients, due to t“~ natwe of th~r u ‘ndition SUM

their cr’kkxl need fix immediittc troatnwnt., may not be able to give their mm ent for

partiCipi3tiOun the study. ~ exception from consent, (bOMM M Wtid cof sent)

eutbmized b) tic u.S. Food and Dwg Adnunistra!ion(31 CFR 50,24), Ml! be used WIKn

it is not fdsi ~1c to obtain rnfomcd conswt fromtic patkm af~~~y ~~b ~ ~ a WI Y

authorizui rc!present ative. A patient nmy witMraw or be withdnm bm th Pstudy ateny

timei without infhmncing his or her medical care, MCD’Sl..sd One Tram I Center at

Chri~rana HO spital is one of 35 centers in the Unit.d St8tcs 10t~ the Dimpirin product, ‘

manu%xured by Baxter Heahhcare Corporation, Deeirfeld. L.

&yone who hks qucstiona about the study may contact Robert O’Connor, M.D , Dirtcto r

Omemirch, 5 mcrgenc~ Medicine. Medical Cerw of Delaware, at (302) 733-4700; or
~en Tinkcfl ; M.D., Director of Trauma Depa~ent of Surgery, (302) 3>3-4 700.
Monday -

!

riday from 9 a.m. and 4.30 p.m. If you have questions about

$

ur right
pottial p ‘cipa.nt in this studj btiore treatment, contact lcrty ticll~ , Yhw r

Director o the Institutional Review Bo~d (UU3) of the Medical Cent{
~Ddmva

/

(302) 428-103

BBIND # 6859-005
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Victimsoftrt
totestblood:

By JANE HARRIMAN
Stafl reporter

~ Trauma victims dying from loss
of blood and shock will get a sec-
ond chance thanks to a revolution-
ary blood solution to be tested this
month at the Medical Center of
llelaware’s Christiana H ital.

Dias irin
r

TCross- inked
Hemo obin contains pure

!hemog obin, the chemical in red
blood cells that carries oxygen
through the body.

Diaspirin raises o en levels
Tin patien~’ bodies,an also, for

reasons not understood, givea a

:&wY!y$g:;:~g

direetor of Trauma Service at the
medical center. “

The medical center’s regional
trauma center at Chriatiana is one
of 30 sites chosen for the test of 850
patiente because it has a high vol-
ume of the kind of patients
needed.

While Diaspti — not related
to aspirin— mayhelp save many of
the more than 100,000 lives lost an-
nually to trauma, it also holds
enormous potential in many other
“areas of medicinei Tinkoff said.

Rx example it my be used for
the thousands of patients who
hemorrhage from childbirth, ul-
cers or abdominal aneurysms.

It also nuw reduce the need for
blo&l tranai%sions for surgical pa-
tien@ and provide theiapy for the

0.3 peI
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Abo
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despit
much 1

not ret
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kidnel
said.

Ta
ple die
tion d
four y
it,” Tit

... I&!
bread’

?llllNll # 6859-005

m
Medical
) will ha’
Ondleu
ked’-’eln(
‘n.Mafdl
!edkalAr
‘n.M
tierem
lka’.
ratbntel

tof Afri
cell *
Opercen
Mnomh
eatment
dthattl
lapaeaw
rital or@
/ho are ~
intensiw
-’
other o

redofse
I’ve folk
.opment
and Ia

: said.
: it’s gob
:s going
rauma c1

s

l’TACHMENT 2

1

ion
m
;enter of
tWO public
d Diasphin
bin:
9ttW?mide
b#J3k3

mh Chris-

Iastad Cafl

4mrkana
?.
rtmlmapa -
c shock” die
hey lose so
‘circulatory
en ~-

ived enough
we often die -
kilure of the
Lns, TinkOff

lgthsepeo-
d this eolu-
er the past
ntrigued by “

nsavelives. e
E the ‘sliced
n

LOOCI— 05”

. . . . . ....

Page 3



—
SATURDAY,MARCH8,
—. —.

1997
——.—

—— —

. B1o
FROMfAGE

Patients i
on a ventilat
blood cellq s
cations and i
Those eligibl
Diaspirin or
pref/ir&tii~l

. .
ministration
irig inveatigal
given to pat
their inform
CasteHsno, d
center Ins
Board. The
any research
makesureit

If a patien_-—_
wakes upori
give infornm
rives atthet
plain the tre
TO::;(

— out of 65:
visits — wer
tiana Hospi
than 1~500 –
had iquriea
labeled tra~
Usuall invol
more &an or
75

Y
nt 0!

ma e, ages ~
l$2e:od&k&

About om
at Christiam
critical mul

t
uiring a “tr
“ate responi

experts. Oft

1

in hemorr
have been el”
trial, Tinko

Patients
have no kn
have been a

THE NEWS JOURNAL 65

)d:Traumaaidte~
1
shock are now put

T
and ‘ n oxygen,

ine so ution, medi-
p ,Tinkoff said.

zor etrialwillget

J
Iacebo, an inert
as a control.

~od and Dru Ad-
Illles allow a “ e-sav-

Inal treatment to be
nts too ill-to give
consent, sad Jerry
ztor of the medical
)utional Review
mrd must approve

ml
,ro”ect proposed to

e for patienta
s under waiver and
Lrelative who could
xmsent fbr him ar-
\pital, ataE will ex-
nent and withdraw
nsent is denied.
O accident victims
0 emergency room
admitted to Chris-
d last ear. More
bout & eaday —
nous enou h to be

!la. The de inition
s serious injuries to
body system. About
rauma atienta are
to 35. h any have
and most have been
e accidents.
zuuna patient a day
ast year had ~ghly
;ystem injumes re-
ma cod%” an irnme-
byateamoftrauma

R
Ise atienta, 40 were
csock and would
ble for the Diaapirin
sid.
st be at least 18 and
n head injury, and
~e hospital no more

T
than 30 m“ tes to be considered
for the trial. After eligibiliw is de-—— terrnined, p tienti WI1lrandomly
be given e“ther Diaspirin or a
placebo.

1

Diaspiri has minor side ef-
fects: As th hemoglobin is broken

.

down by the body, the patient’s
skin gets yellowish, like a fading
bruise

Diaspirin is made from donated
bloot but no blood components
other than the natural chemical
hemoglobiri is in the solution.
Blood typing is not necemary.
Also, the hemoglobin is pasteur-
ized and any virus or bacteria in
the donated blood has been killed.

CaeteUano and Tinkoff said it
would be ditlicult to come up with
reaacms why an eligible patient
should turn down the blood SOhl-
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Focus
An Employee Publication I

)ok

A&Al 12,1997
Vohunc 8, No. 6

Pubkrhecieve~ two weeksby the Medical Cents
jfiirs~qament, I?O. Box1668, Wilmington, D

Haveyou noticed how many organizations, suc

fI Dekrwa
‘19899.

as banks

munications firms, have changed their names ir recent yci

pcningthroughout the country, andhcalth-relat~ xiorganiz
among those changing their identities.

As MCD becomes amorefullyintegrated multi- state heah
need to update our name and image to clearly cc mmunica
tientsand to our comrnutiry the growth ofour o rganizatic
sionofourgcographic reach and our manystratc ~iccapabi

“Weareno longer simply a hospital provider orgi.nization,
PhilW~ott, seniorviceprcsident for Marketing lPublicM
opment/Government Relations/Volunttxrand S:udcnt ScI
istration. uWe are increasingly involved in everyi spect of i]
community’s health, as well as the funding of car : through

Health Plan and Mid-Atlanac Health Systems.” Astrongb
gram and new corporate identity willgo alongvt ay toward
thcrekttionshipsamong ourhospitalsand other bUsincssun
VNA, ourprimarycare physiaansand the Hokli ngCOmp:
points out. ‘In the managed care marketplace, v re will nee

brand name and clear identity to competcagains t othcrku
tions for managed care contracts.”

Working with PublicA&irs, MoniglcandAssoc ates-a n

porate idcntityconsulting firm with more than I 5 years ex

the health carcindustry-has begun to research andanalyz
and our organization. Oncca ncw name is agree( Iupon am

tested in the marketplace Public AfFairs will laur ch a corn]
ncwcorporate identity program.

The new system name will be embodied in a nc~v logotyp

look that willIx applied to alladvcrtisin~ public .tions, sig]

BBIND # 6859-005 Pa
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Newname (i

TmumaCa
rcm!archesu
investigmiol

-

___ .-.

mkmed)

r
ofnew
kl.l=qj

businesscar& and electronic communica~
gin to be phased in by the end of the year.,
the transition processiscomplctcd.

“Our objective,” Wcscott says, “isa ckarer,
and geographically adaptable name that wi

cmploycc~ payersand the communityat-k

Anew, potentially life-savingtreatment fo[
vcrc traumatic injuryisunderstudy in thc~
Hospital. Randomly sclccted criticallyill p
DiaspirinCross-Linked Hemoglobin, ablo
standard cmcrgcncy treatment. Theclini=
solution’scffectivcncss in treating or prcver
blood lossandshockcauscdby scverc traun

“We believethere issound scientific cvicfer
bloodsolutionmay improve thcsurvivalof
vcrc traumaac hemorrhagic shock and rcch
rious illness,”saysGlen H. llnkoff, M. D.,
toroffrauma%vicc. “The rcsultsofour t[
studiesaround the country could haveprof
emergency mcdkal care and could very po~
lives.”

Thestudyhasbccn approved by thcMcdia
viewBoard (IRB). The IRB reviewsrcscarcl
includcsafeguards for patients and that the
tion to &c potential benefits.

Because of the narurc of their condition an~

mediate treatment, some patients may not

for participation in the study. For the purpo
&c FDA hasauthorizedan cxccption fmm ~
consent”—when it isnot feasibleto obtain
patient, or from a Eunilymembcr oralcgall:
A patient may withdraw or bc withdrawn fi
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Trauma (conth
frompage2)

BuddyElmore
promoted

____

WHcunpus
Conswluxl“ony

Lord &TayIor
donates$5,00G

—

d

lte

MCD’S LevelOne Trauma Center at Christia
centers in the United States to test the Diaspiri
by Baxter HcalthcarcCorporation. Ifyou have
study,call Robert O’Connor, M~., Dimor (
Medicine, at 733-4700, or GlenTinkoK M.D
DcpartmencofSurgcry, at 733-4700. Ifyou ha
rightsasa potential participant in thisstudy bc
JcrryCastellano, Pharm. D., Dircctorofthc In
Board, at428-4103.

Buddy Elmorc, the Medical Center’sScniorV:
hasbeen promoted to the systcm-wide positio]
and ChiefFinancial Officer/Managed Care.

“In thisncwposition, Buddy m”llhavcovcrall1[
for System Financial Management, whileassut
ship rolein assisitingMCD andou.rintcgratcd
velopand implement a dynamic managed care
tion the IHS for near-and long-term succms,”
ChiefExmtriveOfficcrCharlcsM. Smith, M..
ing thcpromotion on March 3.

Thcsccond phascofthe Wilmington Hospital
grade willbegin the weekofMarch 17. PleaseJ
issuefor a description and map oudiningthe cl
Weeksahead.

Alongwith thchoopiasurrounding thcgrand f
&Taylor department store at Christian Mall (
erous donation to the Medical Center’s Cancer
MarshallHilsber~ Lord& Taylor’schairman a
since 1986, presenteda $5,000 check to MCD
dent and ChicfOpcrating OfhcerJamcs F. Ca
cmony that morning before the newstore’sfor]

BBIND # 6859-005
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SF ME+CAL CENTER OF DELA WARE 4755{)glc[(,wn-sl:,[j[(,l, R,,:!LI 30? ?.3 \ I(K)()
1, P.o. Box 6001

Ncwarl.. DCI;IW.WC
19718

%)

ed{cal Center of Delaware Researdt Institute
( ; 2) 733-4166

lx Apr 1997

D~ar Medic:

T$s purpose of ti is letter is to inform you of a new clinical research study wh ch will be mplemented
at; the Chrisitiana Hospital, Medical Center of Delaware. ‘IT& study is projec ed to begi } at the end of

A@l and last a proximately 18 months.

~

‘“s research stu Ay involves an investigationalbloodsubstitute, called Diasp sin Cross - inked
H moglobin. Th s hemoglobin solution wili be administered to randomallys e ected trau.na patients
w o are in severe hemorrhagic shock from a traumatic injury.

Tc/comply with he study’s protocol we will be extractin~ from the medic rer ort, pre-hcspital data

~
Su‘ as the glasc CIWcoma scale, vital signs, and administer pre-hospibd fluicsandmed .Cations.

_—_

If&u should have any questions, please do not hesitate to call meat (302) 733 4166.

*
k you for yo Jr attention to this matter.

ly,

:Qd /

f ‘“

“V
> ](’C ‘[w

Pa McGraw, 1, esearch Coordinator

G1 n ~inkoff, M D, Director of Trauma, Principal Investigator

Ro , qt ~ConnO r, MD, Director of Emergency MedicineResearch, Principal LnV(!stigator

Ph’@w

Medical Center of Delaware Resea~h Institute
. One of the Research Institutes of the Medical Center of Dela ware

1

I
page 8
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‘—” MEDICAk CENTER OF DE

(r

I

-.— .-

Chrtstiana Hospital

WARE 4755 Ogletown-Stant(m Road .302-7.3,7

P.O.Box 6001
Newark, Delaware
19718

i
,. I

Medi@ Center of Del ware Reseawh Institute
(302) iy4166

27 M+r 1997

Dear~Directorand
I *

Manager, Emergency Department

4This ~uipaeof this letter is to inform you of a new clinical research study whif

J,
at th’ Christian H spital, Medical Center of Delaware. This study is projectei
Ap “~+d last app ximately 18 months.

,

This’ e~arch study involves the administration of an irtvestigatioml blood SUI

‘+

Dias idn Cross-1” Hemoglobin, to randomally selected trauma patients WI
hemc/rrhagic shock om a traumatic injury.

‘1Encl sefl is a protoc 1synopsis for your review._—_- y

bIf yok should have y questions, please do not hesitate to call at (302) 733416

+you for your attention to this matter.

.

i 1%$pq<’ ~

Pa McGraw, , Research Coord-tor
Glen Ttioff, MD,

i

“rectbr of Trauma, Principal Investigator
Rob rt O’Comor, , Director of Emergency Mediane Research, Principal Irw

PM/hlw

J._

Medical Center of Deiaware Researrh Institute

BBIND # 6859-h5
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Protocol Svnopsis

“The Effici~cy Trial of Diaspirin Cross-linked Hemoglobin ([

Treatment of Severe Traumatic Hemorrhagic Sh

Introduction
Death from tra~ ma frequently results from shock that is refractory tc
efforts. These I~fforts typically involve rapid infusions of large volurr
solutions. This standard of therapy has been brought into question
studies utilizing small volumes of hypertonic saline-Dextran solution
Ann Surg 213:4 82-91), or no volume replacement until definitive SUI

(Bickell et al. 1$94, N Eng J Med 331:1105-1109).

Trauma-related mortality has been correlated with the magnitude of
According to Si sgel et al. (Arch Surg 1990, 125:498-508), a base d[
predicts a moti~dity of 50% in trauma patients presenting with pelvic
liver trauma. R Aherford et al. (J Trauma 1992, 33:417-423) reperk
over 40?40in tra dma patients with base deficits in excess of 15 mmo
3791 trauma p=tients also showed a sharp, corresponding rise in m
20?40 to 40% Ov{w the base deficit range of 10 to 15 mmol/L.—

The above findi ?gs suggest that the current practice of restoring blo
through large w>Iume crystalloid infusion may be suboptimal in traur
shock patients. These traumatic shock patients, especially those w
deficits, are at Greatest risk, and warrant being studied with a contrc
a low volume pl“essoriperfusion agent such as DCLHb.

Initial DCLHb Hemorrhaaic Shock Trial
The initial pros~ lective, randomized, escalating dose clinical trial of [
hemorrhagic sh ock studied the infusion of normal saline (NS) or DC
shock patients \~ithin four hours of the shock episode. The trial was
dose ranges, 5[1mL (71 mgikg), 100 mL (143 mgikg), and 200 ml-(
dose included z proximately 40 patients (20 NS, 20 DCLHb). Patie
this clinical trial was completed in May 1995 with a total population (
(51%) of whom received DCLHb.

No increase in 1he rate of complications or toxicities in patients who
were observed during the trial. Specifically, renal insutTciency and
more common in DCLHb-treated patients. Overall mortality rates, c
adverse event rates did not differ in the DCLHb and control groups.
and findings fro m several other DCLHb trials at different doses (750

—
suggest that DC;LHb infusion will have a favorable risklbenefit profilt
patients.

BBIND # 6859-005
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This will be a mu~[icenter, randomized, placebo-controlled (normal sa
Inclusion in this protocol will not interfere with the provision of any stz
therapy.

Primary Clinical E]enefit End~oint
● Clinically ar d statistically significant reduction in 28 day mortalit

Secondary Clinic al Benefit Endpoint
● clinically ar d statistically significant reduction in morbidity.
● clinically ar d statistically significant reduction in 48 hour mortal
● Clinically ar d statistically significant reduction in 24 hour lactate

Patient Populatio -1
The study popula tion will be a small subset of trauma patients with p(

hypoperfusion de spite aggressive pre-hospital therapy. To properly i
mortality and mor bidity outcomes in this protocol, 500 to 1000 mL DC
control will begin being infused no later than 30 minutes after meetin{
and within 60 mir utes of presentation to the emergency department i
850 patients mee ting the following inclusion criteria:

.= 1. Males fx females 18 years of age or older
2. Eviden ~e of hemorrhage
3. Tissue hypoxia and cellular hypoperfusion shown by:

(0 Systolic blood pressure <90 and pulse z 120 Q,
0 Systolic blood pressure s 90 and pulse <60 with :
rhythm (junctional or idioventricular) U,

{D Base deficit of 15 mmol/L or worse

Patients will be e:fcluded from the study by the following exclusion cri

1. Age Cl 8 years
2. Known pregnancy
3. Pulsele ss traumatic arrest during hospitalization
4. Immine nt death precludes resuscitation efforts
5. Isolate[ ~head trauma, penetrating or blunt
6. Combir led multisystem and head trauma with clinical findin

significi ant mass effect (e.g., severe coma, Iateralizing sign:
pupillar y dilatation secondary to uncal herniation)

7. Hospitz Iization >60 minutes prior to infusion
8. Known objection to the use of blood, blood products
9. Known injury time >4 hours prior to infusion

I

2of3
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Statistical Appr.- each
Approximately 850 patients will be needed to show a 25% reductio
from 400/0 to 3CI%). A Cox proportional hazards model will be used
impact of DCLI -lb on mortality while adjusting for demographic and
covariables dot mmented as predictors of mortality. Interim monitor
10%, 25Y0, 509k, 75?40and the final analysis at 100% enrollment of

7
Safet Monitori
An independe Data Monitoring Committee (members not affiliate{
Healthcare) wil be established by the sponsor. Ongoing safety mc
performed by t is committee during the enrollment of study patient!
concerns arise, the study can be amended or put on hold until thes
addressed.

-

3of3

BBIND # 6859-005

Informed Cons&nt
The consent pr ocedures followed in the protocol will follow 21 CFR
from informed c:onsent requirements for emergency research”. The
be utilized bas~!d on the favorable risklbenefit profile of DCLHb anc
feasibility in obt aining prospective informed consent in this patient ~
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Patty McGraw, RN
Research Coordinal
Medical Center of I

search Study Dr. Glen Tinkofl
Director of Trauma
Department of Surg
Medical Center of I
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